Fig. 1S.
The comparison of antiproliferative activity of M4 and EGCG after 72 h of incubation. * p < 0.05, ** p < 0.01, *** p < 0.001 vs. control, vvv p < 0.001 between the compounds. Table 1S . The parameters of the dose-response curves of antiproliferative activity of microbiota-derived metabolites of polyphenols and EGCG after 72 h of incubation.
CI: confidence interval; N: number of concentration-effect data points used for estimation. 
The Synthesis of 5-(3',4',5'-trihydroxyphenyl)-γ-valerolactone
The reagents and solvents were commercially available and were used without further purification. NMR spectra were recorded on a Bruker AVANCE 300 MHz spectrometer operating at 300 (2) 3,4,5-Trimethoxybenzaldehyde (1) (500 mg; 2.55 mmol) was dissolved in anhydrous THF (2 mL) under argon atmosphere and cooled to 0°C. Then, to the vigorously stirred mixture the vinylmagnesium bromide (2.6 mL 1.0 M solution in THF) was added dropwise, keeping temperature in the range of 0-0.5°C. The reaction mixture was stirred for additional 2 h at 0°C and 1 h at room temperature. Then cold saturated solution of the ammonium chloride was added. The aqueous layer was extracted twice with ethyl acetate and combined organic layers were washed with brine and dried under Na2SO4. The product was purified by column chromatography using a gradient (0-15%) mixture of ethyl acetate/hexane as eluent.
Compound (2) (4) A solution of the unsatureted ester (3) (143 mg; 0.486 mmol) in the ethyl acetate (7 mL) was stirred with distillate water (5 ml), acetone (0.90 mL; 12.2 mmol; 25 eq), and NaHCO3 (510 mg; 6.08 mmol; 12.5 eq) and cooled in an ice-water bath. Then the solution of Oxone (747 mg; 1.22 mmol; 5 eq KHSO5) in the distilled water (5 mL) was added dropwise.
The reaction mixture was stirred at 0°C for 2 h and additional 20 h at the room temperature.
The organic layer was extracted with ethyl acetate and then combined organic layers were washed with brine and dried over Na2SO4. The product was purified by column chromatography using a gradient (6-12%) mixture of ethyl acetate/hexane as eluent.
Compound (4) 172.95; 153.71; 138.15; 133.25; 102.44; 61.96; 61.08; 60.83; 59.11; 56.32; 30.57; 27.62; 14.43 4-Hydroxy-5-(3,4,5-trimethoxy-phenyl)-pentanoic acid ethyl ester (5) The epoxide (4) (238 mg; 0.767 mmol) was dissolved in anhydrous ethanol (20 mL) and 10% Pd/C was added. Reaction mixture was stirred under H2 atmosphere for 3 h. The solution was filtered through Celite and evaporated to give orange oil of (5) (240 mg; 100% 4-Hydroxy-5-(3,4,5-trimethoxy-phenyl)-pentanoic acid (6) To the stirred solution of the hydroxyester (5) (240 mg; 0.768 mmol) in methanol (37.5 mL) aqueous solution of KOH (2.5 mL; 1M) was added. The reaction mixture was heated at reflux for 5.5 h, cooled, and evaporated. The residue was diluted with distilled water (10 mL), acidified with 1 M HCl to pH = 1 and extracted with diethyl ether and ethyl acetate.
Combined organic layers were dried under Na2SO4. After evaporation of solvents, crude compound (6) was obtained and used in the next step without purification.
5-(3,4,5-Trimethoxy-benzyl)-dihydro-furan-2-one (7)
The crude hydroxyacid (6) was dissolved in benzene (45 mL) and anhydrous CuSO4
(1.30 g) was added. The reaction mixture was heated at reflux for 4 h, and in 60°C for 14 h.
After cooling to the room temperature, the mixture was filtered through Celite and evaporated. The product was purified by column chromatography using chloroform as eluent.
Compound (7) The lactone (7) (74 mg; 0.278 mmol) was dissolved in dry CH2Cl2 (20 mL) under argon and cooled to −72°C. To this mixture the 1.0 M solution of BBr3 in CH2Cl2 (1 mL; 3.6 eq) was added dropwise and the solution was stirred for 4 h in −72°C and an additional 18 h in the room temperature. Then the reaction mixture was poured into cold water (10 mL) and extracted with ethyl acetate. Combined organic layers were washed with brine, dried under Na2SO4, and evaporated. Product was purified by column chromatography using a gradient 
